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#JP 2002-278244 ^- v : 1/ 

it:iitLo^^w^ tt k i&& £ *it v > * c t & mm. t -t & mm. 
[»^2] m*Ui&®.mM j^t^hh [i] ^mznz, 

Hfci] 




(5t<K XliCHXliNHCHCO^^L, YfiC HXfiN H C R2c O £^ L 
, Rl(iHx Cl~C3 07iK;Vi, Cl-C3^)7^3^vSXIiC6-C 
8C0T 1 ; -;i^£tfU R 2 (iHX(iC 1 ~C 3 <97^ + ^M^L 1 Z\¥Um 
& *^LfflICi^LTU<, spacer(i(-CH 2 -)pXti(-NH 

CHR3HCO-)q^^L, R3(iHXliC 1 - C 3 07JK;^^L, mli 1 
JiLtOgftfc, n(± 1 0 0- 2 0 0 0 0ffl^ pS^qliiiLrOIli 1 

■c u> * niffMi * mi- *> mm. z > »*biii&o j&K$g»te ttniii^^* 



thlE# 2004-3030995 



#fl 2 0 0 2 - 2 7 8 2 4 4 ^- v : 2/ 

it**** tt^#±-e , £ & «m& & - 1 k x o 

o 

fflfiftJRHlLlrrtSfflafe. X(iAXlfiL«\ Ainu Alff, AIWi, AIS«f L 
< l±AI^I-e*-6 - 1 - 9 <7)v^-r^^IS«cO^SIHp D p 

w**tt£##£lK#3gFU -e<7)±^*j&mfIp a pX(iAX«£ff^$ 
Br 3B# K "T 9 9 * ^ y * mm c, SlgRttfiX (± Alftl * L £ 9 y / * * 

^ti^it^«mHp D pZ(±Ax^owii^o 
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mm 2002-278244 ^- V : 3/ 

2] j^to-IS:^ [i] xmzn 

[it 2] 



R 1 




(^■K XiiCHKiNHCHCO^^L, Y(iCHX(iNHCR2C0*gL 
. Rl(iH, C1-C3 07;K;H, Cl-C3<7)7^3^yiIliC6-C 

m (Jxfc&) ^7fsLmmz^LXi> X < , spacer(i(-CH 2 -)pX^(-NH 
CHR3HCO-)q^^L, R3(iHX(iC 1 - C 3 OT^H^l^^L, m(i 1 
J^±<7)^m^, niil 0 0-2 0 0 0 0«^, p RZf q (i#Uzl LT 0 Xli 1 
- 8 0^tk£, r it 1 &±.<Dmk£7F-fo ) 

[fjf*«l 3] -Jfe* [I] T^^tL^j^TK^Mar^U^-^ 

Mm 1 2 fE^o^fliotf srfsjf l*: 1 1 xm% ^m^mmmm^xu xxm. 

hmu^mm-th z. t iza v) muz tifzmmmx&z z t zmiti-zm *m 1 
i-i4 ^^rnmm^m&m^mmzim Ltd z x&mmt%&mmm& 
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^-v: 4/ 



3LtL9>'*9 n3m&±. -e , £ wi- & mm. z mm-r z> z. t k x o m 

^>-<b*#mti-^»^i i~i 7 <o\,*i*tifru&<nmmm<Dm&*i&WLtz 

)vx-$>zz\ t zftffltt-r&mMm ii~i8 ov^-r*L^ia*oiij!SMoi»jg«:« 
umm2o] AJL&m**. Axm&mm. Axnm±&mm. aim 

±&mi$u AI^I±)5«> AX%**J*f$&|gu AlffFISIlf KiiAI 
JffilJlMlfiLt^Mu X(iAXiftL«\ Ali, AXJff, AIWK, AX£jf£L 

< nAxnmx^^ztimmt-t^immi 1-1 9 ^rn^iem^^&jjfi 
o«it L?t 2 t ^W5if^«Bi^p D pX{i Aum.m.^mjkiiteo 

[0 0 0 1 ] 
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mm 2002-278244 ^- V \ 5/ 

[0 0 0 2] 

[M*<7>Mt] 

«^l#^^-^±J^«<7)^#®fi±^ffi (apical) , 1*111 THtiSlcB (basa 
% (E CM) ^£>J&£ (*BJfe£^-££v>) ^jgM^D^titL^ 5 0 - 1 0 0 nmO 

[0 0 0 3] 

(HSPG) CJ:^: <h^#WH^n^^-Cv^ 0 HS PG(iW*Jt#*i& 
- fli/iltT^<. S^<7)»JgIi:, IVM^7-r>, 7^->, 

[0 0 0 4] 



tBliE# 2004-3030995 



#112 0 0 2 - 2 7 8 2 4 4 ^-v: 6/ 

^wb^fc t)oo^^ ^cot#^^ >^?%<Dmt<7>mw-t) t mm%mmt%o 

TiTV^o ^IJilf, 5 ->(;K a, /K y 

<7) 3 ffi3I<W r^-- -7 h ^ ib & & *l£"f£-e\ 1 5 ISO 7^fV7*-A <b *L 

x&*). fimm<wm<j$>z> v » i$^$Lm<n&m%xmmm ^mi l t v> & 0 

[0 0 0 5] 

IVM=f^-y>. ^^>Siynft^'J*> (HSPG) RZ/3~>? 

jfto&tHf^ nm%:i><Dxhz>o hspg(±. ±&mmm^t^x.htix^^ 

ML/i^g (lamina densa) > £~ h □T-0±St^7;V^Mf 

*^tt8, 9, 1 0#fls o ) ^oai^f^^J^iriJ 

[0 0 0 6] 

##&9!%fcK Wlfe±^jWllfefci|f«llilt^aeiiafcO*ig*t; J: W ffcf hntiil 



mtE#2 004-3030995 



mi 2002-278244 ^- V \ 7/ 

m&mm.* im^y-yyy^tz&mLfzimxnmmm-t&t, mmmwmm 

m % t mu-r %>^tfrh mom % t mm. - ^mum mtLtzim^^-yy 
%m±x\ nmmm±&mmw (SV40-T2) * 1 4 ammmzm^z cre-Fgei) 

mMfci&frtftgm^bzfcnLr, ±mmmm±&mmw<r>mmmizmmL, m 

[0 0 0 7] 

ttz, 5%co 2 4 i 3 7W h l 

(fib) ±ia^(ftKKoft#^t LTfflv^ ±iewflg± 

fR^$*it>»& (Wxtf, ^fit^IU 2. 1 3#bs 0 ) o ^ 

Hi^^oT, *JS»l^lSO^:*±&aB/fe*sjwWJ$* (10B~2SW) f 
ifflJ6* , f!l* , *LT??#±**4ii:^f> (m : Becton Dickinson, Fibrillar 
collagen coat culture insert) . ^ 7 — Yy^MUkfltli, 0. 3 — 0. 5mg 
/m ItfmMX&ZtZtiX^Z ##lt^CKl2, 13#flS 0 ) 0 

[0 0 0 8] 

^ (Matrigel ; Becton Dickinsontt<7>SiliSH) £Dnx_ n 9 >$lli^R_t 
T% IIMJi»±Jk*ffl]&tt (SV40-T2) £i#*L£ Q ^WiilvhUfXi, ^jg 
§lJ&fr<7)^*tt (exogenous) ft&jg t LtM Lfco ^MJ^Hi, Engelbret 
h-Holm-SwarmIM-7 h 'J y * X ^ <bfflth $ tltz&mmWm®X~<h •) (^Jx.(i\ ^ 

t-v^ («x.if, ^irtti 5#bb 0 ) 0 mmmzj&io&ititz-? v 
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^-v: 8/ 



list- <£ ^ , vt>'j y)v^\z^m Lxmmmimmm u <&rk53t&s at^as 

[0 0 0 9] 

[mmxm i ] 

Crouch et al., Basement membrane. .In The Lung(ed .R. G. Crystal and J. 
B. West), pp53. 1-53.23. Philadephia : Lippincott -Raven. 1996 

Curr. Opin. Cell Biol. 6, 674-681, 1994 

[»M3] 
Matrix Biol. 14, 209-211, 1994 

[»M4] 
J. Biol. Chem. 268, 26033-26036, 1993 

Development 120, 2003-2014, 1994 

Gastroenterology 102, 1835-1845, 1992 

J. Cell Biol. 133, 417-430, 1996 

am ft *m 8] 

J. Invest. Dermatol. 105, 597-601, 1995 

[^#1tM9] 
J. Invest. Dermatol. 109, 527-533, 1997 

immjem 1 o ] 

Dev. Dynam. 197, 255-267, 1993 

immjcm 1 1 ] 
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^-v: 9/ 



Cell Struc.Func. , 22: 603-614, 1997 

[mmjcM. 1 2 ] 

Eur. J. Cell Biol., 78: 867-875, 1999 

imm^cm 1 3 ] 

J. Cell Sci., 113: 859-868, 2000 

iwmvtefR 1 4 ] 

J. Exp. Med. 145, 204-220, 1977 

immjzffi. 1 5 ] 

Exp. Cell Res. 202, 1-8, 1992 

m&ftjcm i6] 

Clement et al., Exp. Cell Res., 196: 198-205, 1991 
[0 0 10] 

mwtm®: Lz^t-tz mm] 

^Lti/^#\ 0fMB# K (i -79 X y * gffifr h Wm&} I Ml $ -£ £ d ri*-e § 

1\ All, Alff, Alfl, Al&Jf , AIftIf<7)AIM^AIlfl, 

[0011] 

[»S £ *§?#:-t & A O 

fflU&OJOHfcJgtfllu T G F — /? X(± v h <J Y)l><7>1f&.T-?tg%-r2> ItHil), ± 
&fflliaETO*Rt3«Sil»3i#*^j£$H3:4^^tcov>rW^*B*. IIS 
fflffl&±j£*IBll&<£>*&£\ BIltc^$*L*J:"9tc, IIMWJ&Ji&ifflJM, 
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^-v: 10/ 



±-CigmLtzm& (T2-Fgel) . TSB* * >WlSMftf£#ifflJI& 
T2-fib-Fcm) , T«B? x;H:n-f -f > yziitz-? Y } ) Yfr<D&1fT> ^ 
SB* ^ /kdj&RH^T G F — /? o##T\ ±gR* i ;vo|»ti3 ^-y>^®± 

T*ig* L m& (T2-f ib-TGF /? ) H Mcfll^lfM $ *l & - t *mU L 
[0 0 12] 

&&-?&i&<Dwm<n®m*&tzL'c^2>ztfrb, ft&mm (eo eta me 

EC-Fgel) , THi^x;H:Itif h ■] 7 ^^Wi#T, _LgB* .x ;K7)jg| 
i(ttt3 9-r>3Mi±"CJS*L7t*Br# (EC -fib-Fcm) , TU * x. )V[Z a - 7- 4 

tzWsi? (EC-fib-MG) , ±«B^i;woj»ilttt3'9-^>l6K±-CJ&*L^:*'& (E 
C -fib) Kli, (EC-Fgel) O^^-^I^^^JS^ff^^tL^^oTtio 
[0 0 13] 

#S&93#«±. «riE»JS«IS:BJ£L^:llfJiaJ:&jHBfl&Sr, 0. 1 8M^j& 

#Mo ) o l^l, •frfrzum-eit, &mmfrb<Dmffi,<7)mmtf^F3zfrx*$>'?fz 

y (Triton) X — 1 0 0 (Calbiochem-Novabiochem Corporation) ^rfflv^t, 

z<nwm%i&ftmiz£ *)M®.(n>mnfcfr*mm^. Tfruvm&fo> mint. 2 

0-5 0mM(DNH 3 »^^ «OiJSliffii:5!fftl)iaf «L 
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^-v! 11/ 



, Ifi^Hitlf^lWi^I (PIC, protease inhibitors cocktail) 

v ^ t , #m £ i& k ss«t t t < * >; v y - a * o s a mmrnm <r> 1*1 a 

[0 0 14] 

*u -eo±^Axa^*j&miip a p^7iM^-^^> BfSHtK-/?*^**^ 

[0 0 15] 
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^-v: 12/ 



[it 3] 




(^■K XliCHXIiNHCHCOt^L, YiiC HXtiNH C R 2 C O £tf L 
, RlfiH, C I -C 3<DT Cl-C307^3 + ->lXttC6-C 

807'J-^1^^L, R2(iHX«iC 1 ~C 3 WTi^iH^U Z (itfg 
* (SIS*) LtSSt-lp a* LT & <fc < > spacer(i(-C H2-)pX(i(-NH 
CHR3HCO-)q£7KU R3(iHXfiC 1 - C 3 (DT )V * ^m*^ U mlil 
m±<7)^i&:£, n(i 100-2000 0(Olt^, pS^qliMLrOXli 1 
-8<DmkZ, r {± 1 J^±OSESfe«:^i-o ) (»3fc£2) *\ [I] XB 

w«3) mmmm^K m&m*frLx*>'<?&3init±iz&mLx\<* 

MZm^XVfclzirZ z t iz X 0 ti7^J&J^p a p^&a £ i: Zmitir&m 
® iz , &&K«j£j£#0*fltfl;ffi *■ #1" * P -b "7° * - * Mfeit £ -£ 2> Z t &X § 

z>mm*ffiz.tz? >/*9&%.mt±-e. m&mfcj&mz^ir&mmzigmir&z 
tizx nmmzntzAxm.^x&&zt*!$ffi.t^&m$imi ~ 4 o^m^iE 



mtiE#2 004-3030995 



#11 2002-278244 



^-vl 13/ 



& c ^attsis^ 1 ~~ 8 o^-r^ifiiSc^*^mtip a pX{iAx« (it 

3t^9) *\ AX«^\ AlfSfti. AXftJg±j£&l8U AX*m±&&8fe 
, AX%m±&mm, AIf^^M^I> AXj3f^Kffi^L<(iAXraMiflL 
l^&M, XJiAXifiLtN AXJffi, AXffK AXWIii, AX&Ji£L<fiAX 
fcR-e** d t ^iftt^»*g 1 - 9 Ov^-rtL^Km^«m#p n pX(iAX 

*m 0) Km-fz> 0 

[0 0 16] 

m&mz-f? xr? tmrnfrb mmmm 0 a p x t± aim * s*# l £ * > / < * 

"STf^^mtlp^XtiAXa^i^it^i (lf«l 1) *\ «fe7K«f^ttK*# 

jsjlto— jft^: [i] x~^ixhm*&&&ykm#v-?-x~$>hz.t* 

n D pXiiAiaH<7)M^S 



(^■K XliCHXiiNHCHCO^^L, Y it C HXfiN H C R2c 0 £ttc L 
, Rl(±H, C 1 3<^)7;^;H, Cl-C3<D7;V3^yiIliC6~C 



[ft 4] 
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^-v: 14/ 



SOT'J-iH^U R 2 fiHXi2C 1 -C 3 wr^ + A'i^L, Z l±Wfi6 
& ^^LffiIi:^LTU<, spacer{i(-CH 2 -)pX(i(-NH 

CHR3HCO-)q^^L, R^itHXitC 1 - C 3 (DT )\<* )V&*7F U mfi 1 
&Jt<7>g&£. nlil00- 2 0 0 0 0O», p q t±»3Jr LT 0 Xli 1 
-8«, riil^it^^fo) TO12) -fet [i] -e 

OHSi^t^^ >r t £#f££-r&tif^ 1 2 !e*cO^&J]lO«ii£«# L 

mm p n n^\ a&jgjgsfctf-Lr* >^^tt^t#±^*LTv^^MffMf^* 

mz^-fz>mmzt§m~fz> ztizx*) mm^titzmmm-c^^^ t ttmwt-tz, 
m^m ii~i4 <7)\s^tifrmm<vmmm<vm&zuwLfzz i^&w.mz%m 
mmm&x&Ax®.m<7>miki : j& ammi 5) ^j&mm^ 

£ « £ t£* & - 1 ^ £ ^ £ n ^ Ax&st-e * £ «i t * #m t-t&tmm 

ii~i 4ov^rtL^fE«o^motM^mf L^ii-e^fitpTf^^jgiitl 

p a pX(iAXa^co«liii^ri (»3fc£l 6) AI«^\ ^JSiItIp D p±^0f^ 

x&*r?£>& z\ t z^wtt-tzm^M ii~i4 <D^-rfi^$m^mmm^mm. 
zmimi 1-1 7o^rtL^iBao*^oi#it^«#L/ii t-c^fflpi^^ 

«^M1lp a nX(iAXmii<7)«^fi (lf*^l 8) *Jt 
lt^m^^fflL^^7-r>^^^^^Ci:^#fiti-^lf^l 1-1 8<7) 



fcBfHf 2004-3030995 
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^-v: 15/ 



, Axjj«xjk&i8L ax^x^m, Aiff^^aan, Aiff^tttf 

L < (i AXI^MMl^^, AH, AXFK Alfl, A 

Xj£jf5gL< {iAX^m-e$>^)C:<h^#iti:i-^lsm^l 1-1 9 <7)v>Tft^fS 

(it*^2 o) cnt^o 

[0 0 17] 

v^*J&BI1fp D p^AXa^-e*tL{f t-oi ^ J: < , ifz. *%me>m 

t * w-f- -5. m^^im.m ^vt-hlt, -fy^^-v? urn iz 9 > / * * 143: 

U ^0±H^^Ip n pXfiAXia^^ffM^^. pJrSBfU^X 
■f- y * ^® ^ <b £/3E fllH p D p X H AI« £ im Ltz? ZMmMi*z 

±Se— [I] XfiCHXIiNHCHCO^^L, Y 

(iCHXiiNHCR2C0^/TL, Rlf±H, C 1 ~ C 3 OT^^f^S, Cl-C 
3 07;^^vlXI±C 6 ~C 8W7 1 J-;i/S*^L, R2{iHXfiC 1-C3 
©7;^;vi^L, Zii-BH^S (RJfc2fe) ^LfflS(:^LtU<, spac 
er(±(-CH 2 -)pX(i(-NHCHR3HCO-)q^^L, R3(iHXfiC 1 ~C 
3<DT )V*)Vm*7fiL, mf± 1 JSLtOfiEgcS:, nli 1 0 0-2 0 0 0 O^lt^ 
, pS^qliiilTOKil-S^lt^, r «± 1 Jia±OSE8c&jjrto ) "Cft 
£:ft, 7&»tf»*— *S£ [I] tRlt LTC 1 - C 307^^St Ltli, *<f- 
n-^nt 5 ;^, ^vyn^l/i^, C l-C307iV3 + 
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^-v: 16/ 



fflv»4:i:^l4, t5>^& — fl&sS [I] Cisit & n<9$&fflt LTfi 1 0 0 ~ 2 

ooooti^ [ i ] T^^tL-i>j^7K^t»*^'; -?-o#^*i± i 

5, 000-3, 200, OOOtSOi^ilK 
[0 0 18] 

y> £ -7^/i, SH3k3$OWfiE*t*££'1~<2>o -LIST 5 
[0 0 19] 

iiVTyiy, f n->yf <d a T< SWt*¥%£frt>m$l-e£2> llXli2S£l± 
fc, lic7i/Oi, 7l/^>^^ Kf ?)y*;^'yl^ ^ K^, 'Jyy, 



tflfiE#2 004-3030995 
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^-v: 17/ 



i mxii 2 o^m-^#^^tf * c: t&x$ ho ztih<D&m.&iwtti 
w -f & m^m^^Mm^ u^-a r ;sffi-r * - 1 § * 0 r # 

;i/kf-;i/x-f iV, J^;nf — -f xf l -yn^-^x-f ;l^f 
<7)^MDi - f ^ ^ (O^cl^i^t* ^ MM A C (methyl vinyl ether / mal 
eic anhydride copolymer) QtMrfaMb LXmfZ Z ttfX & . MMACfO 

"C*nrfi6tt***o, -eci-e, y f u>ioHi^- *p£±i&tf>j: -? tec 1 ~c 

+ ^>y>t^vl, 7 x ^ f ;v t + y If till L ^ i±, OW.=f-<D 

£v> 0 ifjMMACti, y -;wc"6]ito£#>, rth^^ntti^'i 

LXy"^^^y ?mm<D=i-T 4 >«t:fflv^j|^MMACISi: Ltii 
, 2 ^ g/m l - lmg/m l , #K 10-50^ g/m 1 W®r£> 0 , 

y r&mzfftm^ %m&M<vmm^fczx 1 ~3ia*ii5igi-£i:fc-e 

o^y/N°yK(7)T< yit^tscti:^^,^ :o|*7i./f >W:ti 

[0 0 2 0] 
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mm* tt gi«^<ttt^c^ a*-? § , * a* a # >; -7 - * ^ 
. AXXJ*#> AXffFHt, AXM^^x^a^i:i*i^a^«^-r^a 

[0 0 2 1 ] 

&o CO^, n 7 -^><7)££-J&£iiJ ascorbic acid-2-phosphate 
(Asc-P) Mon^tif^o 4>ttlM^7-^>v#i^^C02^ > 

[0 0 2 2] 



tbliE# 2004-3030995 
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^-v: 19/ 



naif*, ±m^mmtLxitwm, : f-im^mM.m^&mm, Bmm&LH 

AXMjlX&aHu AXW^Jsfcft&fSu AXJFFHR&faL AXffiim&MJfiLt : l*I&& 
If(OAI», AXifiLt\ All, AXJFK AXTOU AX&jf , Al^i 
AIMSffcJWfrWK^f * :i^^ 0 
[0 0 2 3] 

*rt h mm * > m«Bnao at * m-r %> mm t r & a >; * m v » r &*-r 

&L£|£, X(±MJiBMt|WiBfHT;v^UvM*fflv^-c^^>/^ • Bfc;t«3 : £• 
1-£*J&mfIp a pOfe§!^^^^ * ;y>t^ 0 

[0 0 2 4] 

h >X- 1 0 0. Lubrol PX, ft*y3-^i, =*-;Hk Tween.^T 
S^Wfli: «t * tfiUfjf hn>X-l0 0 <7)^, 0 . 0 1-1. 0 

j&sm® * s e r * mm l , g&itos a * l * ^ r ^ * >; & 

ffc-Clbtlli £<D& *) %i><DX*i> pH8-14, tttpH9-10O7 

UiSffi***? * L < , #UxJ£\ 2 0-5 0mMWNH3^ 1 mMON a OHf 
COT foil 'J 14v§?& * K^lf* CI t § * o 
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[0 0 2 5] 

zbtz^ mmtimm-f zm^mMLx < %> vv-a^wdn a s e ifwi 

-7°DxT-^Pl«J, 0i L< {±^6^?^ia«^J<7)^Ht (PIC, protea 
se inhibitors cocktail) Lfz 'J >0Mtrtft4 , "CfT o -jf&tfft i L l> 0 $ 

£>K, «M^p a pO^M^i3V^T(i, Alt ha^O^JSM^^L-C^## 
±C^*L-Ci/^*j&MffMf^^^i-^m^*^^i:i6 2 mMON a 3 V0 4 ^ 

o 

[0 0 2 6] 

? ? *mm±.xt%mLfzAj:fai@i (T2-F ge i) <Dmmm^ tsb* x;K:»ii 

AI» (T2-fib-Fcm) <7)PM?3y£, TU^ * H> K rr - f ^ > ^* 2 fifz^ h 'J r 
^Oit^T. ±^i^O*Mtt!fe=r 7-^>*^_h-e^#L^AX|i^ (T2-fib 

-mg) <Dmmii'm. ±u i y^^Rv f ru^^^^f^mmi L TGF-i3<D^T, 
±m<y ^fr<vmm±^7-r>&m±xmmttzAj:m.m cre-fib-TGF/?) <vm 

£$r£tAI« (EC-Fgel) ^p^vi^^iitc^tf^^^^-e^^o 
[0 0 2 7] 

r-^-^';*> (hspg) , ? t^ymnmmmmj&i&fttf'&^tzti, t 
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* Wi" * ^ -b - £ m&1t $ -£ £ - i: ^ # & HHi * « x. £##± "C . 

-T %> v*. •? 9 - * m frit $ -£ h Z. t t5» ? T» # & flgft £ ffi x. £##:± -e , iJSIB 
[0 0 2 8] 

ii^nft^'J^ (HSPG) , 

Ji 2 a^±<7)#^ET-e^# L 7t O . T G F - /? O^T-C^-t* Sittt'l* 

IVSn7-y>, A/^^i^oft^'J*^ (HSPG) , -x.> 
^^^>^<7)*^Mf»^^^TGF-/?^fflv^^i{i> hi^H^^^i: 
^<b> *JgMffM^^Wi-^^^^i^«^ LT, M5IR1*j£j£#<& 1 fIX 
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[0 0 2 9] 

&±.m u-bzft-t m&-f zztKx*)^ mmm^mz mm * 3cm*± 

/?-D-^;^h 0 7/-^ (/?-D-glucopyranosyl) ^3l7n*^X(i 
2-7-bhT^ K-2-ft^v-/3-D-^;^h 5 7/-^ (2-acetoamide-2 
-deoxy-/?-D-glucopyranosyl) #ji7£*5ro^^-t"^>M§I^^-t & # V 

mm^^ir t LTtiPV-CA^PV-Lam^, 2-T-trhT^ K-2-T^ 

TtiPV-GlcNAc^Ot:^^^^/-^-^^'; ^$g£SA L^i^^^'J v- (PV- 
sugar) ^J: 19 s r #^HM^i-^«li:^'e§^o fit, C ft £>PV-sugari2 1 
JIMffiOflfe. 2fI^.±<7)^t/^fflv^-C & X < , Cft"bPV-sugar{iTfTl£?)&<7>£ffi 

[0 0 3 0] 
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* * 3 ^ - r > o »m & 4h l t ±&mm t m&mm<o k <t 

Z&J&m<OT&i& (40 > 39-r>«tl6*^Lro±J&*BIJfei:«lj!t^llBl!&o*J$ 

Z) o 

[0 0 3 1 ] 
[0 0 3 2] 
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t jfrafc-c i> £ < FpIHt^ < *t 3 - £ £ & o 

[0 0 3 3] 

fa* ^ * mis-r ^i^cit ib * oawa c ^tf «m £ nam- & o 
a^tiSo fit, *raHp°p^fijfflLT±^ii^[*i^aii^t^w#^ 

i"**#OJS*S»fc LTI±#K«|RS*i1% *^^^r->f>-9— hMOf, 
^ n 7 7 - a'-mi: i Efflt I. ^ i: I , $IxJ2\ Altf Clfflt^t^ 

[0 0 3 4] 

oilttil, #teSa*^#*«J Ktfcffl-* & Z. t &X # *> o 00 x. (i\ * X 
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[0 0 3 5] 

mum i (isi^iitaM • ft&mmm 

i^iffllfii: LT, Dr. A. Clement, Hopital Armand Trousseau, Paris (flflx. 
fi\ ^trai 6#HS 0 ) ^^>^$ti.^raiIM±&» (SV40-7- 
y Tffiifef^ f 7 >^ 7 x ^ K/: 7 F ^ f> « ; T 2 Sr, 10m 

M<7)2- [4- (2-t Fo^yxf ji/) - l - fcf^ v'— jc * > ;u sfr > 
i (HEPES) (pH7. 2), 1 0 9W vH&^JflLVf (FB S ; Hyclone Labo 
ratories Inc., Logan, Utah) , ^— v 'J h V 7° h v > £ ftsflp L 

DMEM (Dulbecco's modified Eagle medium) H&v^T, 5%/C02 

(Clonetics) tb&*e>*A Lfc h 0HjMMP>IS« (HPAEil) 1 
OmMOHEPES (pH7. 2) , 2%FBS, J&:ftHi\ ^-y'J^W 
h U-fh-rJ is>ZmiMLtzMCDB 1 3 lfTOMCDB 1 3 1 t DMEM 
<Dmt^mmzi3^X , 5 %/ C 02 5 %<7)^M#T-eJtf It 

fco *tli^»(±, «t9y Ucl: Fischer 344E&3fe<^M*t^«£:£S£ (ffilx. 

[0 0 3 6] 

ffiJtv h y **£«IL-CWKLfco DMEM (pH7. 2) tcfclt & I M 
37-y>i» (0. 4 2 m 1 (D*J ^M^hm^tHX-Wi^tz 0. 3-0. 5m 
g/m 1 <7) Il37-y> ;Koken Co., Tokyo) 6 7i^f7'U- h (Be 
cton Dickinson Labware, Frankl in Lakes, NJ) V J.?- 1/ >x V- "7 9 frWt*- 
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^T^flili:*^ 4. 3cm2^**Wili(:^AL > C0 2 O^^^- 
?-T% &H#IS!~2 4 0#|?SH h U ^MCL/Co 1ST 

24-4 8B#f B m^LTI±^L, iS^n^-r>*« (fib) LtffflL 
/: 0 ±fi£IHI£^»<h LTfi, a^-y hJcl:Fischer 344fi5|5<0)ffi«^f«£ 

[0 0 3 7] 

T2) (HPAEC) £J#ffiL2iiW£*L*: (El 1 <7>T2-Fgel, 

E12<7)EC-Fgel) 0 ifc, _tfS f i b *±&& 
^W&a^^ffMI-^Tt^tc, f i b±tctt^_hJ^M (T2) ximizm 
m (HPAEC) ^mmL2MmmmLtz (H 1 <7)T2-f ib-Fcm, T2-fib-MG£T2- 
fib-TGFyS) o Fcmfi, Hlf«^aiL/:3 7-y>^ (Fg 

el) t<D*tt%m, MGf±, 7f'J^2 0 0/« 1 (^n>fV 7^yy>fig) 
^^*Mj&tcr3-x^ >VLtz^m. TGF y3(i, 1 n g/m 1 OTGF 

[0 0 3 8] 

*»!I4 (aii^^-;K7)f#^2) 

lOjug/ml ^S<7)^ttPV-Sugar (£{t#I3ttt«0 $^#<7>-7°n \ n 

j ^<d±.k? y hmmum±&mm^ 1 x 1 o^mt iom 

MHEPES (pH7. 2) £ 1 % F B S fcr^P L/:DMEMcf, C C>2^ >^ 
a^-^-t3 7t\ 2 4-4 8 B^PbI-T 1> L7t: 0 -Y M&> 

? <; /WW tV7 h -e*fflj&£*£rfe U 5 9 5 n m<7)iM;jt Ltlllfet 
-hi-^^itcj: 19, ^ftPV-Sugart<^*t4tco^Tp^ 0 ifc, ffljfe^ifB 
^770*0^^/ (FN) m?7ehn^^^-> (VN) =1- h KM-f&m 
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^ Og^il7C*^M§I<7)PV-sugar (GlcNAc ; 2-acetoamide-2-deoxy-/? -D-glucopyr 
anosyK Lam; [3 -D-glucopyranosyl-(l^3) , CA ; /? -D-glucopyranosyl-(1^4) 
, LA; /?-D-galactopyranosyK MA; a -D-glucopyr anosyK Man; j3 -D-mannopyr 
anosyK MEA ; a -D-galactopyranosyl) 7& ? 7f; £ *i-CV>& 0 EI5^£>, W%&UM±. 

mmm. 2-r-thri k- 2 -r**z/- p-D-r^^^? y-ximjt 

£ * Mil * *> oPV-GlcNAc, p - D - y )U a M =, J - X #frS7C7k$g * *r 
1" * *t£l £ & oPV-CA^PV-Lam, /?-D-#^M:7/-* ^iSx5fc$ig £ 
* Mil £ & ofv-LAKJ* L v^gp £ ^1" d # ? =b ^ o 0 d *i f, 0*£*ri> <b , 

[0 0 3 9] 

4-2 (Wffl&IIM±&ifflll&^J:*lfelSROW!*) 

CPE TM£^1-&±g^^;i^fb&&#;i^^-^ h (n 1 £ 

#03) 0 ±g|5^^;K7)^PETfli±C mMM3T*7FLtz1jmx~ft%iLtz-&® 
m*?-r>#Lm (fib) CDMEMCiiLfd 0// g/m 1 *Jgtf>PV-Glc 
NAc, PV-CAXI±PV-Lam«: n— r-f >^Lfe^t«F#: (fib*) ±T\ KM&II2B!± 
M5:3 7t:, 5%C0 2 ^T"C2aK^*L7to -Oig^Tfi, WtmB 
U*%MLtzu*7-r>Y)\, (Fgel) , vMJ^ (MG) X&T G F p 
Ci^Mf, ICIi 1 0 mM<7)HE P E S (pH7. 2). 1 % F B S t 0 
. 2 mM ascorbic acid-2-phosphate (As c — P) U:DMEM^ffl^ 

tz 0 fcfc2tifzBm±&®.f&<DmMMM^mmmwnzm6i l z y Mj&ztitzmm 

[0 0 4 0] 

EI6^, ±&t\Hi&J&mW$ffi. (lamina densa) m^Wlt^mWm^^ 
Z^ttiJftiTFl- U^-;K7)S£(i 1 ^ m) o i7tH7 0PV-sugar*^La (Cont 
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^ULTV^iiRff (*) ^|Si6^tL^tc-tr^v^N PV-GlcNAc, PV-Lam, PV-CA 

teS-cd, iJal/i J ¥ffitt (me<D±^\]^n^) izfcmztix&t) , pv-Lam^ 

, T ^(7)r7^-r^Mli (6J££*:^P) T^P^Ex.^ (x^r-;K7)ft^(i l ^ 
m) o ^ *l <b <7>f£*^ 2-T-thT^ K-2-ft + y-/?-D-^ne 
7 7 -^^7t7C*^^^-f^PV-GlcNAc^ /? - T> — V)V^i \d*7 S — TsWMlt'MWa 
£ ^1" & PV-CA^PV-Lam-C ^ -y- 1 LfcM^'fe^ 7 ~ V> It l£3dff* (G 1 cNA 

c-fib*, cA-fib*, Lam-fib*) ±-cit«i-£ <h, mmum±&mmm out izm 
fcrnmrn ztitz m^±Jkm.mmnm zti&ztzmmLfzo tf-z. /? - d - a 

a* (ins) . mmmmmzfr^fr^fz meRz/m7) 0 znztit, mmjz 

[0 0 4 1 ] 

4-3 (vh fuz xz&mmi&iiLii&M-t 

* iifj|3 7-y>ii (fib) ±-cjWfiia±jfeaBflas:2awj&*-r4 

£>o-c£, njfe03 3 tzTf.Ltt&x^mm^^-rymm (f i b) £{«u 

4C^L TrPV-GlcNAc, PV-CAX(iPV-Lam-e n - 7- ^ > 7 L 

K ( f i b *) fcffi^fcfc* lOBIWJff^MiflailMi&aeaaJiiSTJw^JSil^ 
J&£*i& 0 0 8tc(i, tt^^PV-sugar^r n -T-^f >^Lfci«?&JK3 ^-^SMI 
( f i b * ) ±.X\ iggmmmiz 3 - -r > ^* L 2 5 ^ lvh'J^MOB 

-GlcNAc, PV-CAn-x^ , RX/nmM5 (f£i£) H^1"*^-Ci|fl!&±&*ffl 

sag u i£Toafejsiii»ji#*^iB^*w $*^a«^atKat?»«$ l 

(*rffl:*«sa, WPV-GlcNAc, PV-CA n-x^f ^^^tiTv^ ( 
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y ;Vcoi^+^<7)^T* & , PV-GlcNAc3l(±PV-CAT'3-x^ 
7-y>*j|t^fiF# (GlcNAc-fib*, CA-fib*) ^fflv^iHa^ JffiJfellMi 

o 

[0 0 4 2] 

4-4 (KYmwimM&ft&mmzx&m&mnMn) 
fr-tbKhm&wmmz&MLtz^y-yyrfr (F ge i) ±niasj&* (Ec-F ge i 

) , FgBl*#T"C*?5JK=r9-r^*Sl«6 (fib) ±UJ§* (EC-f ib-Fcm) , 2 
0 0// 1 <7)"7 h Vr;V£*tCfib_t-C2fcig# (EC-fib-MG) , i b±T~i« 

(EC-fib) Lfc c »HPAEW*IIW5 ^v*-CB£ 

*U ilfflll&ieTOjW!!an*«»ji*3fe3Sca*^«««-Ctt*L^ (S9), EC-F 
gelO*^ti*JlElil7&*^JS$*L2t**, EC-f ib-Fcm, EC-fib-MG, EC-f ibO*£"Kf± 
BE^0 3 7-y>»j(i***ttlL, T2*ffl)&<7)i#£- (T2-f ib-Fcm, T2-fib-MG) O 

yftBrnzitmLtzfrntoo ^^-W$(il//m 0 ) o -€-it?, EC-f ib-Fcm 
OJgft^fcffiHT, nMM5<Dmmim±fcfflm<Dm&t\slffi^^ PV-sugar£n 

-x^ >yL^B*ft3 9-y>«iiiii5:## (fib*) ±x*mmLtzo 

, ^ffi<7> HPAE »® £H«iJ 5 ^srci^* u urn L £*ttii:T<7>#HJfe^ 
*SCf£ii£, jt*M*^P«Rft-C«^L^ (HI 0 ) 0 PV-GlcNAc, PV-CAn-x 
-f a£jgm<^j£^#«b*Lrt:o PV-Lam3--r^ 

IliOM^^/iof:c PV-sugar*MS (Cont) &OTV-LA, PV-MA, PV-M 
an, PV-MEAMa-Cii, Kff037-f>Ii (aifti*:^) i:±Sii(7)^^ 
(*) Ltv»4^ ^JgJ^(ifMLTv^^v> 0 PV-G 
lcNAc, PV-CArr-7^ Lti f i b* (GlcNAc-fib*, CA-fib*) £fflv>£<h, 
hWiiMifc^rt^iaS^iST^^^ffM^n^t h lift »Mft£&$tf> ? 1« 

[0 0 4 3] 
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m.m^r^ (T2-fib-MG) frh, nu \zm&.#)K7r^iix^z> x -? imm 

Ii&±J&IIBIfeJi£il*U ^M^StbL7t*Jg^n D «^^L, ML/:iIi 
&aiBft^lfllflp±JSa««rf^*iL7to tt\ *^ft->f>t-hO±»'>x^ 

iiMWii&±&a«iJw, se«-»**fflWJofi^«[ (pic, ^y-f-Kw^a 

8L ^»L/:WJ (pH7. 2 ; PBS (-) ) 

0 . 1 %<D V ] ) V >X — 1 00 (#M*£t££i|) 2 m 1 £fflv>T, ±&*tt<7>flt® 

^) »ijigL^ w«pic^^tfPBc (-) mmxmmm^hwmmn.M 

[0 0 4 4] 

mmm5xmmLtz&mmm^it-±^, 7y^i±s«t (spoci, 

*iNIESif)tt4) *5X105fl»iU 3 7°C, 5%C0 2 ^ftT, 10 
mMOHEPE S (p H 7. 2) M%FBS ZjfclmLtz, H a m' s F 1 2 I 
DMEM= 1 : lOi&^ttl'-eiaMJgffcLT, «iB±j&*a«£1f*&Lrt:o * 

^i- 0 hi i Aitmmwm7&fc±<7>%.m±&mm*7fiL, mi iBn%m±&m 

[0 0 4 5] 

MMM7 &mmm&it±x~n\ihikw±j&mk<7>nm$&) 

v?t±m) ^5X105^ffIL, 3 7°C. 5%C02i?fiT« lOmMWHEP 
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ES (pH7. 2) £: 2 %FB S £i^DL7^ MCDB 1 3 1 : DME M= 1 I 

di 2 A\,zimm#fflifet<D&i%m^£ nmmLtit mi 2 

[0 0 4 6] 

H»J8 ^ftM^PJgtL^ «M<7}«^1£J#£ tit: AX&flfc 

7W >i^^i^MMAC*fflv>/: 0 MM A C (i 9 9. 5%-^? 
;WI?#8?U 0 /* g/m 1 <7)MMACi#I^#f: 0 Z\<7)MMACm&£, 

6 7\i%mmmii >*r- v (^^F>fV7^^y>tti) tco. 5m 

p ^ l tz mmmmm i^tj-^y-yymmttzu^^-ry<^^<7)mmo. i 
2m i £«gu co 2 ^ i mmtfzitmmm- 2 4mm^ 

j-^- hL, PE TM^B«i«^«-7 h y ? xmm (F g e 1 ) ttzlt 

M®m^7-r>m& (fib) *mgmLtz 0 zmm^y-yymm^x 
mmm 3 1 mm^ lt, (t 2 ) ««L2 ihb^ # l-c (T2 

-FgeK 1 7t:(iT2-fib-Fcm^T2-fib-MG) . AX.mm±&m.m^mm Ltz a z\<DA 
T.Bm±BL®.®l £ X > i 7 £ ffl v > T P E T fll^ <b f»«J IJgt L £ t d ^ , * 

icH^fiiig^mf £ *i£ axw j&±&a» ? i# <b tiTto 

[0 0 4 7] 
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mi] 
[m2] 

[0 3] 
[04] 
[05] 

ime) 

fltjjfeIlM±J£» OPV-sugar £ 3 - -f * > ^* L ^wflS^JS 3 7- ^* >H*t 

(fib*) ±T2^r^*L7^^#^^tL7^W)3a±^Mo^M«™^ 

[07] 

reiIM±j£» £ ft* WPV-sugar fcSHSJS >*H*t 

(fib*) ±T2jiw^*L^»*^$*i^«fiia±j&a«[ETOjfflaan*« 

[08] 

MiJI&Iia±J&Jfflfla £ fl* OPV-sugar ^-f^^L fcfl5#JK 3 9- >*JUi 
( f i b *) ±T\ ^JEJSBU 3 --r>f > ^ Lfc 2 5 M 1 ^ h V Y)Vt 1 0 B 

[09] 

^*®co^MS : f-Il^i^K^^i-0-e^^o 
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[mi o] 

a^OPV-sugar^n-T-f >yLtn%&8t* (f i b *) ±Ct 

m&mmLfz (Ec-fib*-Fcm) mm^m^titzisa.m^&mmmw.r^mm^m^ 

[Ell 1] 
[El 1 2] 
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i] 



El® 



T2-Fgel 




T2-fib-FCM 




T2-fib-MG 



T2-fib-TGF p 



MS 



[H2] 
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4] 




Fgel 
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[HI 6] 



mm 2 0 0 2 - 



2 7 8 2 4 4 
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thfiE4# 2 004-3030995 




tBSE# 2004-3030995 
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[Ell 0] 
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^-v: n/E 



1 2] 
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[*£«] Hit* 

[fi^l mmm^? Aj:m.m<^mm^ Kit-??*?-? ?mm^w.m ■ @sltv> 
h i)K mmm Kit-??**--?* & h^mm izmm z-zzzt § * * ■? u 
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l/E 



#11 2002-278244 
50201427291 

mm 

mmmm±f% 0093 
9 n 3 0 b 



396020800 

t«fril|PTtf^fflr4Tg 1#8-^ 
100107984 

mM^rfE^-Tg 8 #5^ £#H^3 
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MB] 

[llff] 
[#a±] 



Y2002-P219 

#112002-278244 

010/100 
501273886 



100107984 
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1/E 



#11 2002-278244 
50300698980 

mm mt% 8 6 4 0 

15^ 6 ft 5 B 



501273886 

< tiW/MfJII 16- 2 

100107984 

m^f^E^JK-TS 8 #5-^- 5gfrlf^3 
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[ItmB] ¥>&15^10J531B 

#Jgf 2002-278244 



[»J#-^1 503360115 

iftm%) mt mm 

f 102-8666 mscsj^-ftBaiZEgswr 5-3 ©aifrKft 

A#fffiS«t« ftUftitMMm f£**i*fIE TEL 0 
3-5214-8486 FAX 03-5214-8417 

[MffiOfE^] ¥il5#10H31 Bftmmo#^it3 4 6 9 1 5 6ft:^^ 
£ — «**S H «fc * ^fS^il * fit » K i^t ©tO*affit4o 
[t>#£J _ 1 
[MfflO^l 15^10^31 Bttilffi<9#lfm3 4 6 9 1 5 6^-^^^ 
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tii I A 1 I ffi 



[396020800] 



1 . 0 1 9 9 8 ¥ 2 J! 2 4 B 



8^- 
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tti I A I I i i 



ftSU*-^ [501273886] 

1 . B 2 0 0 1 f 7B1 00 

[ilia] ifm^fi 

ft flf ^felcfrO < «/Mf Jll 1 6 - 2 
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m si a m M if 



fr-^r [503360115] 
1 . B 2 0 0 3 ^10^ IB 

ft M if i*JHP7|j*Hr4 Ti i# 8-^- 



ttiSE#-^ fflfiE# 2 0 0 4 - 3 0 3 0 9 9 5 
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